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Appendix A - Extracts from Beachy et al '970 



...The present method provides a means for ensuring an adequately restrictive 
environment in order to maintain neuronal cells at various stages of differentiation, ... 

...the present invention specifically contemplates applications of the subject method to 
the treatment protocol of (prevention and/or reduction of the severity of) neurological 
conditions deriving from: (i) acute, subacute, or chronic injury to the nervous system, 
including traumatic injury, chemical injury, vascular injury and deficits (such as the 
ischemia resulting from stroke), together with infectious/inflammatory and tumor- 
induced injury; (ii) aging of the nervous system including Alzheimer's disease; 
(iii) chronic neurodegenerative diseases of the nervous system, including Parkinson f s 
disease, Huntington f s chorea, amyotrophic lateral sclerosis and the like, as well as 
spinocerebellar degenerations; and (iv) chronic immunological diseases of the nervous 
system or affecting the nervous system, including multiple sclerosis. 
... therapeutic compositions of hedgehog agonists can be utilized in conjunction with 
transplantation of such artificial livers, as well as embryonic liver structures, ... 

... the subject method can be employed therapeutically to regulate such organs after 
physical, chemical or pathological insult, ... 

... it is contemplated by the invention that, in light of the apparent involvement of 
hedgehog protein(s) in the formation of ordered spatial arrangements of pancreatic 
tissues, the subject method could be used as part of a technique to generate and/or 
maintain such tissue both in vitro and in vivo. ... 

In still another embodiment of the present invention, compositions comprising hedgehog 
antagonists can be used in the in vitro generation of skeletal tissue. ... 

...the method of the present invention can be used as part of a regimen for restoring 
cartilage function to a connective tissue.... 

... the subject method comprises treating the afflicted connective tissue ... to regulate a 
cartilage repair response in the connective tissue.... 

The present invention further contemplates the use of the subject method in the field of 
cartilage transplantation and prosthetic device therapies. ... For instance, when 
meniscal cartilage is used to repair anterior cruciate ligaments,... 

... the subject method can be applied to enhancing both the generation of prosthetic 
cartilage devices and to their implantation. ... 

... the subject method is used to enhance attachment of prosthetic devices. 

... the subject method can be employed as part of a regimen for the generation of bone 
(osteogenesis) at a site in the animal where such skeletal tissue is deficient. ... 

... the methods of the present include ... repair ... of a wide range of cells, ... regulation 
of lung, liver ... etc. 

... ulcers which can be treated by the method of the present invention include ... diabetic 
ulcers, venous stasis ulcers and arterial ulcers. 

... the method of the present invention can be used for ... mechanical derangements which 
may be caused by trauma ... such as ... torn meniscus .... m alignment of joints . . .or by 
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hereditary disease. 

According to the present invention ... an hedgehog antagonist can reduce ... 
differentiation of the affected epithelium helping to reduce the severity of subsequent 
inflammatory events. 

...Ailments which may be treated by the subject method are disorders specific to non- 
humans, such as mange. 



